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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 
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Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )S Responsive to communication(s) filed on 05 August 2005 . 
2a)D This action is FINAL. 2b)S This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
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5) D Claim(s) is/are allowed. 

6) [X] Claim(s) 28-38.42-43.45-52 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
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DETAILED ACTION 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.1 14, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
08/05/05 has been entered. 

Applicant cancels claims 39-41 , 44. 

Accordingly, claims 28-38, 42-43, 45-52 are examined in the instant application. 
The following are the remaining rejections. 

REJECTION UNDER 35 USC 103 

Claims 28-38, 42-43, 45-52 remain rejected under 35 U.S.C. 103(a) as being 
unpatentable over Bonavida, B et al, 1999, Intl J Oncology, 15(4): 793-802, of record, 
or Yu et al, 2000, Cancer Res, 60: 2384-2389, IDS # 128, submitted on 1 1/12/02, or 
Gliniak B et al, 1999, Cancer Res, 59 (24): 6153-6158, in view of Fathy El Etreby et al, 
2000, The Prostate 42: 99-106, IDS # 27, submitted on 1 1/12/02 or Koide SS et al, J 
Reproductive Medicine, 1998, 43(7): 551-560, IDS # 53, submitted on 1 1/12/02, for 
reasons already of record in paper 04/06/05. 
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A. Applicant argues that Bonavida, Gliniak or Kiode does not teach or 
suggest compositions for the treatment of prostate cancer. Applicant argues that 
Bonavida teach using TRAIL to induce apoptosis in human mammary adenocarcima 
cells. Applicant argues that Gliniak teaches apoptosis induced by TRAIL in several 
transformed cells in vitro, but does not describe the use of TRAIL in prostate cancer. 
Applicant argues that Kiode et al describe the use of Mifepristone to treat cancers other 
than prostate cancer. 

Applicant further argues that a treatment may work for one type of cancer is often 
ineffective to other types of cancers, and that some cells may be refractory by treatment 
by a particular agent. 

Applicant's arguments of 08/05/05 have been considered but are found not to be 
persuasive for the following reasons: 

It is noted that Applicant argues individual references. 

Further, Contrary to Applicant's arguments, Bonavida, B et al teach that TRAIL 
could be used to effectively treat sensitive prostate cell lines such as CEM, at 500 
ng/ml. Bonavida, B et al further teach that although there is less than 5% of cytotoxicity 
in prostate cancer cells DU145, PC3 and LNCaP that become resistant to TRAIL, when 
treated at high concentration of TRAIL at 500 ng/ml (p. 798-799), however, a 
combination therapy of TRAIL with chemotherapeutic drugs could reverse the 
resistance to TRAIL (p.797, first column). 
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Similarly, Yu et al teach that TRAIL induces cell death in androgen-independent 
prostate cancer cells PC-3 and DU145.Yu et al teach that induction of apoptosis by 
TRAIL is mediated by a cell death receptor, DR4, and the downstream caspases. 

Further, Gliniak et al teach that TRAIL can induce apoptosis in a wide variety of 
transformed human cells in vitro, and that colon carcinoma displays sensitivity to TRAIL 
in vivo that parallel their susceptibility to TRAIL-induced apoptosis in vitro. 

Thus in view of the teaching of Gliniak et al that sensitivity to TRAIL in vivo 
parallels their susceptibility to TRAIL-induced apoptosis in vitro, and in view that TRAIL 
induces cell death in prostate cancer cell lines such as androgen-independent prostate 
cancer cell lines, as taught by Bonavida et al, and Yu et al, one would have expected 
that prostate cancer would be sensitive to cell death induced by TRAIL. 

Further, although Kiode et al describe the use of Mifepristone to treat cancers 
other than prostate cancer, Fathy El Etreby et al teach antitumor activity of Mifepristone 
in both androgen-sensitive (LNCaP) and androgen-insensitive ( LNCaP-C4-2) human 
prostate cancer cells, grown in nude mice (see Results on pages 102-103). 

The motivation for combining Mifepristone and TRAIL is for treating prostate 
cancer, including prostate cancer cells that are resistant to TRAIL, because of the 
following reasons: 

1 ) Mifepristone can kill both androgen-sensitive and -insenstive prostate cancer 
cells, as taught by Fathy El Etreby et al, whereas the art only discloses that TRAIL 
induces cell death in androgen-independent prostate cancer cells, and thus Mifepristone 
would be complementary to TRAIL, and 
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3) Although Mifepristone also kill cancer cells by apoptosis, Mifepristone function 
by a different mechanism than TRAIL, i.e. Mifepristone is an antiprogestin, i.e. a 
progesterone receptor antagonist, inhibiting progrestone-dependent processes, wherein 
the antitumor action by Mifepristone is mediated via the prosgesterone receptor, as 
taught by Fathy El Etreby et al. In other words, Mifepristone would be complementary to 
TRAIL, and would kill prostate cancer cells that are not killed by TRAIL, such as those 
resistant to TRAIL. 

B. Applicant argues that the claimed invention is surprising results. Applicant 
argues that Applicant was the first to discover that Mifepristone can increase the 
efficacy of TRAIL in inducing apoptosis in those cancer cells that are resistant to the 
apoptotic effects of TRAIL. 

Applicant further argues that there is nothing in the cited references that teaches 
or suggests the surprising synergy exhibited by the combination of TRAIL and 
Mifespristone, or that the combination of TRAIL and Mifepristone would be effective to 
treat prostate cancer cells that are refractory to TRAIL alone. 

Applicant's arguments of 08/05/05 have been considered but are found not to be 
persuasive for the following reasons: 

It is noted that the claims are drawn to a composition and not a method. 

Claims 28-38, 42-43, 45-52 recite the claimed composition for use in treating 
prostate cancer, wherein the combination of TRAIL and the antiprogestin induces 
apoptosis in a greater number of the treated androgen responsive and androgen 
independent prostate cancer cells than the additive effect of TRAIL and the 
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antiprosgesterin separately applied to the cancer cells. However, this limitation is 
viewed as a recitation of intended use and therefore is not given patentable weight in 
comparing the claims with the prior art. Claims read on the ingredient per se, which is a 
composition comprising TRAIL and an antiprogestin, whiph could be Mifepristone. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MINH-TAM DAVIS whose telephone number is 571- 
272-0830. The examiner can normally be reached on 9:00 AM-5:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, JEFFREY SIEW can be reached on 571-272-0787. The fax phone number 
for the organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pairclirect.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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